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Dextran Sulfate: San Francisco Researcher Reports Early Results

On April 20, Donald Abrams M.D. presented early results from the
world's only clinical trial of dextran sulfate as a potential
HIV treatment to the County Community Consortium, a group of
several dozen physicians in San Francisco.  The same data had
already been presented to the federal government's AIDS Clinical
Treatment Group in Bethesda, Maryland, at the end of March.

This "phase I" (dosage and toxicity) study conducted at San
Francisco General Hospital found that patients were able to
tolerate all six dosage levels (900 mg per day, 1800, 2700,
3600, 4500, and 5400) for the two-month trial.  However, four of
the 30 patients were dropped from the study, and six others had
their doses reduced, due to reactions which may have been side
effects of the drug (see "Dextran Sulfate: Monitoring and
Safety", below).

This ongoing study did not find evidence of efficacy in patient
data analyzed from the first three doses.  T-cells showed only
an insignificant rise.  Only one of several patients who were
P24 antigen positive (indicating viral activity) at the start of
the trial went negative; and one of several who started negative
became positive.  This lack of improvement in T4 numbers and
viral antigen level does not necessarily mean that the drug does
not work, because:

     * This study was not designed for efficacy.  And only 15
patients have been tested so far.

     * Only the lower three of the six doses have been analyzed,
as the eight weeks of blood work has not been completed for the
other patients.  The blood work for these patients on the higher
doses is being batched for a single run, to be done soon.

     * Two months may not have been long enough to show clear
changes on the blood tests.

     * We do know that patients felt better with the drug.
However there was not enough time to register clinical
improvement as studies usually measure it, by reduced numbers of
opportunistic infections or other incidents.

     * These patients used dextran sulfate alone, and the drug
may need to be combined with other treatments to be effective.

     * The information has not been formally analyzed for this
early report.  For example, we know that P24 antigen went
negative for only one patient, but we do not know if it
decreased for the others.

Dr. Abrams has already written a protocol for "phase II", a
study designed to test for efficacy.  It will select only
patients who are P24 antigen positive to start, use dose ranges
but no placebo, and follow patients long enough to see if
improvements occur.

The phase II study, like the phase I, will test dextran sulfate
alone.  But Dr. Abrams has also written another protocol for a
trial of dextran sulfate combined with AZT.  Theory as well as
laboratory evidence suggest that this combination may be more
effective than either drug alone.  Combined toxicities are
unknown at this time.

Private physicians monitoring patients using dextran sulfate
(not part of Abrams' study) have reported encouraging results.
Usually these patients are combining dextran sulfate with low-
dose AZT (generally half dose or less), high dose acyclovir, and
often an AL 721 substitute.  Usually T-helper cells have shown
large increases for those starting with 200 or more; for those
with less than 200, T-cell results are inconsistent.  Patients
also report feeling better, for example having more energy, and
have gained weight.  But their physicians believe it is too
early to tell whether benefits will be sustained beyond the five
to six months for which data is available.

Dextran sulfate remains a promising treatment possibility- -
especially in combination with other drugs--but at this time
nobody can be sure whether or not it will prove helpful.
Dextran sulfate stops HIV in the laboratory at concentrations
which can be achieved in the bloodstream, suggesting that it
might work as a treatment--but not proving that it will.

Dextran Sulfate: Monitoring and Safety

Anyone using dextran sulfate should be monitored by a physician.
While the drug has been used in Japan for 20 years and is
available there without a prescription, the doses being tried
for AIDS and ARC--usually 1800 to 3600 mg per day--are larger
then the 900 per day commonly used in Japan.

No one has been harmed by dextran sulfate so far as we know.
But there have been minor side effects, and changes in blood
tests which might lead to serious problems if not caught early.
Until more is known, it makes sense to err on the side of
safety.

What we have heard as effects to watch for are:

* High transaminase levels, which could indicate liver toxicity.
Most physicians are only seeing these at higher doses, and are
not worried by small changes.

* Serious drops in white blood count, or in platelets.  We have
only heard of this problem in one or two patients.  These
changes may not have been due to dextran sulfate; but just in
case, these values should be monitored.

* Some patients report a bloated feeling, or diarrhea,
especially when starting the treatment.

* We have heard one report of a nosebleed.  However, the San
Francisco General trial has not found any coagulation problems.

* Especially at very large doses, some patients in the San
Francisco test reported feeling "speedy".

The Japanese PDR (Physician's Desk Reference) lists other
precautions.  These are translated in AIDS Treatment News #50.

For more information on dextran sulfate, including availability,
call Project Inform, 800-822-7422 (U.S.  except California),
800-334-7422 (California only), or 415-558-9051 from anywhere.

******

AL 721 Developer Speaks

The experimental AIDS treatment AL 721 continues to be
controversial.  Recently we spoke with the principal developer
of AL 721, Meir Shinitzky, PhD, a cancer researcher and
Professor in the Department of Membrane Research at The Weizmann
Institute of Science in Rehovot, Israel.  Dr. Shinitzky gave us
new information about two trials of AL 721 in Israel, and an
additional study beginning in France to compare AL 721 with AZT.

We tape recorded part of the conversation, but we chose to quote
most of the material indirectly rather than word for word, as we
could not get back to Shinitzky by press time to verify the
changes which would have been necessary to make our discussion
clear to readers unfamiliar with AL 721.  We used verbatim
quotes when we could.

'AL 721' is a trademark of Ethigen Corporation, Los Angeles.
The Compassionate Study In Israel

Shinitzky told us that there were two clinical trials now
ongoing in Israel.  The first is a compassionate trial started
by Yehuda Skornick, M.D.  This trial (now being conducted by
other physicians because Dr. Skornick is working in the U.S.)
has treated about 60 patients so far.

But this compassionate trial, Shinitzky explained, was not
organized for obtaining scientific data; and therefore "the
medical community will never accept such a trial for
documentation".

A major problem has been the difficulty in followup.  About 80
percent of the patients are from abroad.  After laboratory work
and diagnosis, they were given AL 721; the physicians asked them
to send back data after they returned home.  But most didn't
comply and disappeared after they left Israel.

"We have data on only 12 of them.  It's hard to make any real
statement.  But out of this 12 there was a clear-cut positive
effect." A Scientific Trial

Shinitzky explained that in addition to this compassionate
trial, Israeli researchers at the Tel Aviv Medical Center
started a more scientific study with 16 patients about one year
ago; the principal investigator is Dr. Yust.  Unlike most U.S.
studies, which try to select a more uniform groups of patients,
this trial included persons with AIDS, persons with ARC, and
asymptomatic seropositives within the group of 16.

Nine of the 16 were P24 antigen positive when they started; all
16 were HIV antibody positive of course.  "In these nine, five
showed clear-cut reduction to the basal detectable level"
(apparently meaning they became antigen negative) on the Pasteur
test kit used.  Shinitzky noted that this result seemed
compatible with the result of the only U.S. clinical trial of AL
721 completed so far, the St. Luke's/Roosevelt study in New
York, in which about 60 percent of the patients showed a large
reduction in reverse transcriptase (an earlier measure of viral
activity, used before the P24 antigen test was available).

We asked how often the P24 antigen went negative without any
treatment.  Shinitzky said such cases were rare and would never
happen five times out of nine.

For two of the other four patients who did not respond to AL
721, the researchers started AZT in addition to AL 721.  These
patients had a marked decrease in antigen; one, however, had a
brain infection and died in two weeks.  The other is alive and
doing well.  Shinitzky noted that while two cases could
certainly not provide proof, it seemed that the drugs might be
synergistic, working much better in combination than separately.
Shinitzky also thought that the AL 721 might be reducing the
side effects of the AZT.

The other two patients did not respond at all.  Both of them had
AIDS.

Of the five who did become antigen negative, three were
asymptomatic, one had lymphadenopathy, and the other had KS,
which has since disappeared.  All of them feel far better than
when they started.

We asked about the other seven of the 16, who had been P24
antigen negative at the start of the trial.  Shinitzky said that
all responded well to the treatment, but that it was hard to
evaluate these cases because there was no biochemical measure to
follow.

We asked if these results would be presented at the Stockholm
AIDS conference in June.  Shinitzky said the work had been
submitted; if it is accepted the researchers will present it
formally, otherwise they will finalize it for scientific
publication elsewhere as soon as possible.  French Study Planned

We asked Shinitzky about reports of an AL 721 study which has
just begun in France.

"The French researchers, in particularly Dr. Montagnier of the
Pasteur Institute, who is the key figure in AIDS research today
probably in all of Europe, expressed his willingness to
participate in such as study.  As you know the French won't do
it unless they are quite convinced.

"The head of the Israeli AIDS Association went to Dr.
Montagnier's lab to learn the latest in antigen monitoring and
so on.  They developed good relations and together designed a
protocol that later was given to other groups, including one
from Marseilles.  The study has just started.

"In this particular study a well defined group of people-- 100
to 200, I don't have the exact number--will be divided into
equivalent groups.  One will be given AZT for three months, the
other will be given AL 721, and then there will be a crossover.
With this design we avoid using a placebo for a control group.
The results can be analyzed as a comparative study.

"Since AZT is already approved as an effective drug, if you find
that our material is as effective or even further, of course it
has the advantage of being nontoxic.

"And after this study is finished, both groups will be kept on
AL 721.  Some of them will also be given a thymus hormone,
assuming that the virus has been reduced.

"In those people in whom the virus has been reduced after six
months of the trial, all will be kept on AL 721, and some of
them will be given a thymus hormone; the one selected was THF,
thymus humoral factor, which has been analyzed and characterized
at the Weizmann Institute by Dr.  Trainin.  So it will be a
combined-treatment study, even though the beginning and the most
substantial part of the study will be our compound." AL 721 Vs
"Workalike" Products--Background Note

AL 721 has looked promising for almost three years, and safety
has never been an issue.  Nevertheless for most of this time
persons with AIDS or ARC have been unable to obtain the
treatment, as it was tied up in the process of seeking approval
from the U.S. Food and Drug Administration (FDA) as a drug--a
process originally expected to take four years, but which will
probably take longer than that (even if AL 721 is in fact
effective).  Both Ethigen Corporation (the company which holds
worldwide rights to AL 721, under license from the Weizmann
Institute), and the FDA, can make a case that the delays are not
their fault.  Meanwhile the treatment, known to be safe and
widely suspected to be significantly helpful to many people,
remained unavailable.

During the last 15 months, especially the last year, self- help
groups of persons with AIDS and ARC have found sources of
comparable products through food-processing and pharmaceutical
companies.  This treatment underground has grown almost
overnight until now thousands of people are using these
products, commonly called "egg lecithin lipids", or just
"lipids".  Several informal surveys, including one which this
writer conducted of over 100 users of AL 721 workalike products,
have all found comparable res ults: roughly half of those who
have used them are convinced they are helping, less than a
quarter are convinced they are not, and the others are
uncertain.  (For our survey results, see SF Sentinel, August 28
1987.)

We asked Dr. Shinitzky what he thought about how these products
compared to the official AL 721 as he made it in Israel.  The
question puts him in a difficult position, as his institution
licensed exclusive worldwide rights to AL 721, and he didn't
have a simple answer.  He did indicate that some of the
"generic" products he has seen are considerably closer than
others.  But the only product named in our conversation, an egg-
lecithin capsule sold in health-food stores, was a "straw man"
as no one considers it an AL 721 equivalent.

Shinitzky has examined the manufacturing and quality control now
used for the "official" AL 721, and is happy with it.

We asked what we should look at when comparing the generic
products with AL 721:

"There are two important factors that contribute to the activity
of this compound.  The first one is obvious: the correct ratio,
7:2:1.  But even if you have separate components hypothetically
and you mix them together to get the ratio 7:2:1, it won't
necessarily be as potent as the original AL, because the process
of production of AL, the acetone extraction, is critical, in my
view.

"There is a chemical rationale.  The reason we started with
acetone extraction is that if you take lecithin and dissolve it
in acetone, and cool it, you get separation between two
components; one precipitates and the other stays in solution.
We collect just one of them, this is the part that is included
in the 7:2:1.  Other extractions do not discriminate.  I didn't
realize this could be a big difference between the materials,
but it turns out it's indeed so.  So both the composition and
the process of m anufacturing are critical."

Shinitzky warned that acetone extraction can be dangerous
because this solvent is highly flammable.

(At least one of the "workalike" products--the "Nutri PE9+" from
Nutricology, Inc. in San Leandro, CA--does use an acetone
extraction step in its manufacturing process.) Preparing AL 721

We asked Shinitzky if it was true that AL 721 may work better if
well mixed with water or orange juice, as with a blender.

Shinitzky said that there were still unanswered questions about
how AL 721 is absorbed from the small intestines.  But he does
think that mixing the substance well in liquid (orange juice or
water are often used) may make it easier to absorb.  He thought
that one minute in a blender would be plenty--and that one can
see a change visually when the lipids are mixed well, as the
mixture takes on a lighter, milkier appearance.

******

Note On AL 721 Technical Controversy

Many U.S. physicians and scientists believe that AL 721 could
not work, because it would be digested and not have any effect
except as a nutrient.  Shortly before going to press we found
published information bearing on this question.  We could not
reach Shinitzky for his comments, however.

In the laboratory, according to Shinitzky's published papers, AL
721 forms "chylomicron-like" assemblies, visible under an
electron microscope.  These are believed to consist of a
spherical core of "neutral lipids" (one of the ingredients of AL
721) with a thin layer of phospholipids (the other two
ingredients) around the surface.  Most U.S.  physicians who have
considered the matter have dismissed AL 721, saying that the
chylomicrons would be broken up during digestion, and the
product would therefore be ineffective.

Recently we found a discussion of blood lipids in a standard
medical reference work, The Pharmacological Basis of
Therapeutics (1985 edition, pages 827-829).  It lists
chylomicrons as one of six classes of blood lipids.  It also
lists the source of the neutral-lipid core of these chylomicrons
as dietary fats absorbed from the small intestines during
digestion.

The chylomicrons this book referred to have the same neutral-
lipid core, but different molecules on their surface (not
phospholipids as in AL 721).  In both cases, however, the
surface molecules have electrical charges which predispose them
to form chylomicron structures.  And it is generally accepted
that the phospholipids in AL 721 do enter the bloodstream in a
biologically active form; dozens of articles in medical journals
describe trials using these food substances alone as
experimental treatments for a variety of conditions, with mixed
results.

No one has studied the digestion and absorption of AL 721,
therefore no one knows if chylomicrons of AL 721 are found in
the blood after oral use of the substance.  The information
cited above certainly suggests that they might be.

As far as we know, those who have said that AL 721 could not
possibly work because it would be digested have never cited any
facts or arguments to support their assertion.  The hasty
dismissal of this potential treatment seems not to accord with
available information, but to contradict it.  Shinitzky
Interview in New York Native

In a wide-ranging interview in the New York Native, April 25,
1988, Meir Shinitzky used examples from the history of AL 721 to
examine the state of AIDS research.  That article, full of
specifics and details, includes some of the strongest criticism
ever made of the mismanagement of AIDS treatment development in
the United States.

For a copy of the April 25 issue, send $3. to the Back Issues
Department, New York Native, P.O. Box 1475, Church Street
Station, New York, NY 10008.

*******

How to Subscribe to AIDS Treatment News by Mail

Send $25. per quarter ($8. for persons with AIDS or ARC) to: ATN
Publications, P.O. Box 411256, San Francisco, CA 94141.  Or call
(415) 255-0588 any time 24 hours a day for information.
Subscriptions include several back issues at no extra charge.

If you want the complete set of over 50 back issues, include
$30. ($12. for persons with AIDS or ARC) in addition to the
subscription price.  You may order the back issues separately if
you want.  The back issues include information on dextran
sulfate, AL 721, DTC (Imuthiol), DHEA, lentinan, propolis,
coenzyme Q, monolaurin, fu zheng herbal therapy, DNCB, aerosol
pentamidine, fluconazole, and other experimental or alternative
treatments.

To protect your privacy, we mail first class without mentioning
AIDS on the envelope, and keep our subscriber list confidential.

Outside North America, add $5. for airmail postage.
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